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(54) CnOCOB nO/iyHEHl/i?^ TA5/1ET0K 
(57) l/l3o5peTeHMe othocmtcsi k xMMMKo-<t)ap- 
MaueBTMHecKoC'i npoMbitu/ieHHocTn. Ue/ib - no- 
BwujeHMe GnoycBOfleMOCTM AewcTBytoiuero 
BeiuecTsa. Cnoco6 no/iyneHUJi xaS/iexoK aa- 
K/itOHaexcfl B TOM. MTo saMCLueHHwe Auri/iApo- 
nupnAMHbi <J)e/iOAnnMH Hii(t)eAnnMH 

paCTBOpflKDT B HO/iyTBepAOM M/IM >KMAKOM Hen- 

OHHOM co/ito6M/iM3aTope, npeAcxaB/isiioiAeM 

C050M C/10>KHbie 3C()Hpbl C/10>KHbJX KMC/lOX, TMA" 

pupoaaHHoro Kacxopoaoro Mac/ia c okcmsxm- 

/lUpOBaHHblM r/IMUepHHOM M C/10>KHbie 3<t)Mpbl 
n0/lM3X0KCM/lMp0BaHHblX JKHpHblX KMC/IOX B OH" 

peAe/jeHHOM cooxHoujeHnn, CMecb rpaHy/inpy- 
wx c rMAPO(})ii/ibHbJM reneM 
rMAPOKCMnponn/iMexn/iue/i/iKD/ioaoM m xa5/ie- 
xnpyKJx. 1 xa6n. 



n T 5 



H3o6pexeHMe oxHocuxcfl k xMMMKO<t)apMa- 
uesxuHecKOti npoMbiiu/ieHHOCXM m Kacaexca 
no/iyHeHMfl xaO/iexoK. 

Ue/ibKD M3o6pexeHHfl nB/i«eTCfl noBwiue- 
Hue 6MoycBOfleMocxM AeMcxByiomero semecx- 
aa. 

n p M M e p 1. Cocxas coAep^Knx: 
! Oe/iOAnnnH 

CnO>KHblC% 3(t)MP >KMpHbIX 

KMC/IOX ruAPMpoBaHHoro 
KacxopoBoro Mac/ia c okcm- 

3XM/lMp08aHHblM r/IMUepUHGM 

(Cremophor RH-40) 
cDoc<t>ax Ka/ibunfl 
rMAPOKCMnponM/iMexM/iue/ito/i03a 
KcaHxaHOBafl CM0/ia 
TyapOBan CMO/ia 
CxeapM/i4)yMapax Haxpuji 



10 



90 
250 
250 
25 
25 
13 



CocxaB <t)opMyK)x b xa6/iexKn c ruApo- 
(t)M/]bHOM Maxpnueti, coAepxaLune 1 0 mt ct)e/io- 
AnnnHa na 1 xa6yiexKy. 

Ta6/iexKM no/iyMawx c/ieAyK)u4MM o6pa- 

30M. 

CDe/iOAMnnH pacxBopnJOx b Cremophor 
RH-40 M noyiyMeHHbiM pacxeop xinaxe/ibHo 
5??^JlB_aK?T c HOCMxe/iCM, ruAPOKCunponnn- 
MexM/iue/i/iKD/i030Pi, KcaHxaHOBoCi CMOnoCi. ry- 
apoBoCi CMO/iOM M <|)0c4>axoM KanbunA. CiMecb 
rpaHy/inpyjox c axano/iOM m cyoiax, B Kanecxse 
/iK)5pMKaHxa npnGas/iflJOx cxeapM/i<{)yMapax 
Haxpun M no/iynatox xa6/iexKn npeccoaaHneM 
B xa6/iexMpy»OLMeM MaixinHe. 

n p i/i M e p 2. Cocxas coAep>Knx: 
cDe/iOAwnnK 10 
Cremophor RH-60 90 
Cn/iMKax a/iK)MHHHfl 100 * 
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napa<t)MH 80 
ruAPOKCunponn/iue/i/iw/iosa 7,4 
CTeapM/i(t>yMapaT Haxpuji 5,0 
CocTaa no npuMepy 2 <t>opMyKDT b Ta5/ieT- 
KM c KOHTpo/iupyeMbiM BbixoAOM Tuna MHepr- 5 
HOv\ nopucTOM Marpnubi, coAepxaiune 10 Mr 
ct)enoAnnMHa hb Ta6/ieTKy. 

TaS/iexKM no/iyHaK)T cneAy»OLUMM o6pa- 

30M. 

Oe/iOAwnnH pacTBopjiWT e Cremophor 10 
RH60 M no/iyseHHbjPi pacreop Tiuare/ibHO CMe- 

LUHBatOTC H0Cl4Te/1$IMl1. Clini^KaTOM a/1(OM14Hl1$1 

n napa<t)MHOM. CMecb rpaHy/inpyjoT c pacTBo- 
poM ruApoKCunponn/me/i/iKD/iosbi b araHO/ie m 
cymaT. B KanecTBe /iJoSpuKaHxa npM5aB/iqK:)T 15 
CTeapM;i<t>yMapaT Harpnq m no/iysaKDT xaOneT- 
Kn npeccoBaHneM b Ta5/ieTMpyK)LueM MaujuHe. 
□o AaHHWM McnbuaHMM in vitro AOcrnraeTCfl 
KOHTpo/iMpyeMoe BWAe/ieHiie (t>enoAnnMHa, a 
nMeHHo 50% BbiAe/iflercfl nepea 2 h m 100% - 20 
nepea 6 h. 

n p n M e p 3. CocraB coAepKnr: 
Oe/iOAnnwH 20 
Cremophor RH 40 100 
no/iMBUHM/inupponMAOH 66,5 25 

MuKpoKpucTa/i/iMMecKafl 
ixen/wonosa 62 
MancoBuCi KpaxMa/i 29,5 
/laKToaa 157 
3TM/iue/i/iio/i03a 36 30 

ruAPOKcunponM/iue/i/iJO/ioaa 12 
Xe/iaxuHOBbie Kancy/ibi 
CocraB no npuMepy 3 <t>opMytOT b Kancy/iw 
c KOHTpo/inpyeMbiM BbiAe/iCHneM, coAepxa- 
Lune 20 Mr <t)e/iOAnnMHa Ha 1 Kancy/iy. 35 
Kancyyibi no/iyMaK)TC/ieAy»oiHMM o6pa30M. 
Oe/iOAnnnH pacTBopflJOT b Cremophor m 
no/iyneHMbiM pacxBOp Tu;aTe/ibH0 CMemMBaiOT 
c HOCMTe/ieM, no/iMBMHM/innppo/iMAOHOM, ue/1- 

/1IO/1030I^, MaMCOBbIM KpaXMa/lOM M /iaKT030Pl. 40 
CMeCb CMaHMBaiOT BOAOfi M C<t)ep0HM3yiOT. 

rio/iyHeHHwe rpany/ibi cymaT i/i npocenBajOT, 
Mcno/ibsyfl <t)paKUMM 0,71-1,12 mm. fpatiyjiw 

nOKpblBaMDT 3Tl1/lue/lA»0/1030Ci, paCTBOpeHHOM 

B cMecM MeTM/ieHx/iopnAa m axaHO/ia. rioKpbi- 45 
Tbie rpanyyibi bboaj»t b TsepAwe >Ke/iaTHHOBbie 
Kancy/ibi. 

n p M M e p 4. CocraB coAepxnr: 
Oe/iOAnnwH 20 
Mjrj 51 120 50 

ruApOKCunponi/i/iMern/i- 
ue/i/ito/ioaa 200 
MuKpoKpMcra/i/inHecKafl 
ue/in»o/i03a 20 
/laKroaa 167 55 

CTeapMyi4>yMapaT Harpus 10,5 
CocraB no npwMepy 4 <t>opMyK)T b raBner- 
Kn KOHrpo/inpyeMoro BWAe/ieHUfl, coAepxa- 
Lune 20 Mr <t)e/iOAnnMHa na 1 ra6/ierKy. 
Ta5/ierKM no/iynator aHa/iornHHO npuMepy 1. 



n p M M e p 5. CocraB coAepxnr: 
HM(})eAMnMH 20 
Cremophor RH 40 50 
ruAPOKCMnponn/iMerM/iue/i/iKD/ioaa 70 
Fm APOKCM n po n nn Mern/i ue- 
n/Monosa 2910,6 Cn 160 
MuKpoKpucra/i/iMHecKafl ue/i/iK>;i03a 6 
/laKroaa 56 
Cn/iMKar a/iK)MMHMfl 94 
CreapM/i<t>yMapar Harpuji 10 
CocraB no npuMepy 5 ct)opMyK)r b ra6ner- 
KM c rMAPO<l>ii;ibHoCi MarpuMCw, coAepxatune 
20 Mr HM<t>eAnnMHa na 1 ra6/ieTKy, Ta6/ierKM 
no/iynajor aHa/iornMHO npuMepy 1. 

n p M M e p 6 (cpaBHure/ibHbiCi}. C/ieAyK)- 
U4ne npuMep n/i/ijocrpupyer cpasHnre/ibMbie 
Ta6/ierKM, ncno/ibayeMbie b ncnbiraHi/isx in 
vitro. 

CocraB coAep>Kvir: 

cPe/iOAnnnH 25 
/laKroaa 250 
MerM/iue/i/iio;i03a 0,5 

nO/lMBI/IHM/inupponHAOH 1 ,5 

Creapar MarHUfl 3 
CocraB no npuMepy 6 4)opMyK)r bi 6bicrpo- 
pacrsopuMbie o5bmHbie Ta6/ieTKM, coAep>Ka- 
u4Me 25 Mr <t>e/iOAMnMHa Ha 1 ra6/ierKy. 

Ta6yierKM no/iynarar c/ieAytOLuuM o6pa- 

30M. 

cDe/iOAwnnH M3Me/ibMaK)r ao MUKpOHHbix 
pasMepoB sacrnu u CMetUMBator /laKroaow n 
Meri/inue/inio/io30M. CMecb rpany/iMpytor c bo- 
Aoii M cytuar. npM6aB;i3K)r no/inBUHn/inuppo- 
/iMAOH M creapar Marnnfl m Maccy npeccyior b 
ra5/ierKM. 

n p M M e p 7. CocraB coAep^nr: 
3rii/iL;e/i/iK)/io3a Ms 10 34 
n 0/1 war M/ieHr/iMKO.nb 6000 41,8 
CocraB no npuwepy 7 (t)OpMyK)r b Kancy/iu 
KOHrpo/iMpyeMoro BbiAe/iennfl. coAep^Kamne 
10 Mr (J)e/ioAMnMHa na 1 Kancy/iy. 

Kancy/ibi no/iynajor c/ieAyK3ii;nM o6pa30M. 
Oe/iOAwni/iH M3Me/ibMaK)r ao mmkpohhwx 
paaMepOB nacrnu m raiarenbHO CMeiunBajor c 
HOCure/ieM, MaHHuroM, Mern/iue/i/iKD/ioaoM, 

nO/lMBMHM/ini/ippO/lMAOHOM M Ue/1/1 K)/1030M . 

CMecb yB/ia>KHflK}r boaom w cct)epoHi43yK)r. 
no/iyneHHwe rpany/ibi cytuar m npocensajor, 
or5Mpafl<f)paKuiiK) 0,71-1, 12 mm. rpany/ibi no- 
KpwBaK)r 3TM;me/i/iio/i03oCi m no/inarnyieHr/in- 
KO/ieM, pacrBopen HbiMM b cmccm 
Mern/ieHxyiopnAa m naonponn/iosoro cnnpra. 
rioKpbirwe rpaHy/ibi bboa«t b rsepAwe >Ke/ia- 
Ti/iHOBbte Kancy/ibi. 

5noct>apMaueBrMMecKMe ncnwraHnn. 

lilecru 3AopoBbiM MyKHnnaM BBOA^r cam- 
HMMHyK) Aoay, pasHyK) 20 Mr (t)e/iOAnnMHa, b 
BMAe peuenrypbi npo/iOHrnposaHHOro Aeiicr- 
Bvi« no M3o5pereHMio. KoHuenrpaunK) (peno- 
Annnna b n/iasMe cpasHUBator c 
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KOHueHTpauMflMM B o/iasMe nocne BBeAennfl 

eAUHMMHOt^ A03W B BMA© SbJCTpOpaCTBOpMMOt^ 

Ta5/ieTKM, coAep>»<au;eM 25 Mr <t)enoAMnMHa. 
Peuenrypbi no M3o6peTeHMK) askjt 5o/iee hm3- 

KMM HMK KOHUeHTpaUMM B n/ia3Me» HSM 6blCT- 5 

popacTBopuMafl Ta5/ieTKa, Aaioiuafl 
Hexe/iaxe/ibHbii^ bwcokm^^ hmk, 

SHaseHMfl n/ioiuaAM noA KpwBoCi sasncM- 

MOCTM KOHUeHTpaUMM B H/iaSMe OT BpeMeHM 

(AUC) A/ifl BpeMeHM or 0 AO OecKOHeMHOCTn 10 
AaHbi B Ta6/iMi;e. 

KaK BMAHO M3 Ta6/iMUbi, GnoycBanBae- 
MOCTb 4)e/ioAnnMHa He CHM^Kaexcfl npn mc- 
nO/lb30BaHMJl cocxaBOB c KOHTpo/iwpyeMWM 
BbiAe/ieHneM. 15 

OnucaHHbie npuMepbi w/i/iiocTpMpyiOT 
npewMyiuecTBa npeA/iaraeMbix cocxaBOB no 

CpaBHeHMK) C M3BeCTHblMM, TAB BCe COCTaBW 

C0Aep>KaT OAMHaKOBblPi aKTHBHuw areHT. flpw 

C05/lK)AeHMM aKTMBHOrO COeAMHeHMfl, MMeK)- 20 

luero OMeHb HM3Kyio pacxBopuMOCTb, moxho 
no/iyMarb raBnerKU, nMetoiiiMe 6onee nocro- 
flHHbm npo<t)M/ib KOHueHTpauMH B n;ia3Me 6e3 
He>Ke/iaTe/ibHbix bwcokhx nuKOB. KpoMS roro. 
3<t)ct)eKT Ha6/i»OAaeTCfl b xeMeHne 6o/iee a/^h- 25 
TenbHoro BpeMenn. ripn BBeAenwn b cocraBu 

/leKapCTB C OWeHb Hl13K0ii paCTBOpHMOCTblO 



nacTO Hd6/iK>AaeTcn CHMxenne ewoycBawBae- 
MOCTM. B M3o6peTeHMM npeA^araexcfl cnoco6 
no/iyneHMfl peuenryp c KOHTpo/iupyeMbiM sw- 

Ae/ieHMBM /leKBpCTB OMCHb Hl13KOl7i paCTBOpn- 

MOCTi/i, o6/)aAa>CLAiix yKasanHUMn Bbiiue 
npenMyiAecTBaMM 6e3 KaKoro-zinSo cyiMecT- 
BeHHoro yMeHbLueHMfl cTenenn enoycBawBae- 

MOCTM. 

OopMyna M3o6peTeHMfl 
Cnoco5 no/iyMeHMfl Ta6/ieT0K nyreM cmb- 
lueHMfl 3aMeLueHHoro AMrnAPonupnA^iHa co 
BcnoMoraxe/ibHbiMM BeiuecTeaMn m TaG/iern- 

pOBaHMfl, OT/lMHaiOlUMMCfl TOM, HTO, C 

ue/ibK) noBbiujeHMfl SnoycBOfleMOCTu AewcTBy- 
loiuero BeiueCTBa, 3aMemeHHbii?i AwrnAPonn- 

pMAHH, HM<t)eAMnMH M/IM 4)6/10 AM nHH 

pacTBopflJOT .wni/i AwcneprnpytOT b no/iyrsep- 
AOM M/iM >KHAKOM HenoHHOM co/1 K)6n;iM3aTope, 
npeACxaB/iflioiUeM co6oi?i c/io>KHbie 3<J)Mpbi 

C/10>KHblX KMC/IOT, TMAPI^POBaHHOrO KaCTOpQ- 

Boro Mac/ia c OKCusTw/inpoBaHHbiM r/innepn- 

HOM M C;iO>KHbie 3<t>Mpbl 

nO/lM3TOKCM/1MpOBaHHbiX>KMpHblX Kl1C;iOT B KO" 

nnHecTBe 1:2,5 ao 1:9 OTHOcure/ibHO aKTHBHO- 
ro BeiuecTBa m CMecb rpaHy/i npyior c 
rMAPO<t)M/ibHbiM re/ieM - ruApOKCMnponn/iMe- 
TM/iue/i/iK)no3oC^. 



DpMMep 


JXosa, Mr 


AHC/A03y, HMonb -m'' n "Mr"' 1 


CpaBHMTe/lbHbIM 
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